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INTRODUCTION 


Endometrial carcinoma is the second most common 
cancer of genital tract occurring in females in India, 

~ has been asstomed that overall 2-3% of women develope 
endometrial cancer in their life time. 

In India for each cancer of endometrium there are 
25% cases of cancer cervix. However* the incidence of 
carcinoma endometrium is increasing due to t 

- Greater life expectancy, 

r Greater availability of medical care and 

- Increased use of oestrogen, 

various methods are available like cervico vaginal 
smear* vaginal pool cytology* endometrial lavage cytology* 
and aspiration cytology* detecting 40»70%* 48%* 63% and 
90% of cases respectively. However* these methods are 
associated with patient discomfort* relatively low yield and 
lack of cost effectiveness. Considering above factors* it 
has become of immense iirportance that the cancer should be 
detected in earlier stages* as soon as possible, 

I 

various premalignant conditions of the endometrixim 
like endometrial hyperplasia is more likely to develope 
after prolonged period of anovulation and unopposed 
oestrogen stimulation. 

Natural history of this disease as suggested by 

Hofmeister (1974) is graphically designated as i “ 

Endometrial polyp being one of the preconditions — 

Adenomatous hyperplasia 4 .—— Cystic hyperplasias— - 

‘ — jfAnaplasia — -»■ Carcinoma in situ ——4 carcinoma. 


Hyperplasia can be of sinple hyperplasia# complex 
hyperplasia# and atypical hyperplasia depending on the 
grandular architecture and cytologic atypia. 

The risk of endometrial hyperplasia progressing 
to carcinoma is related to the presence and severity of 
cytologic atypia. According to Kurmar et al (1987) 
progression to carcinoma occurred in 1% patients with 
sinpl© hyperplasia# 3% in patients with complex hyperplasia 
and 29% in patients with atypical con^lex hyperplasia. 

In 25% of cases there may be evidence of endometrial 
hyperplasia preceding the development of endometrial 
carcinoma. Progression to endometrial oaroinoroa depends on 
the age of patient# stage of the disease# type of growth 
whether associated with diabetes# hypertension# in the line 
of treatment adopted when only endometrium is involved 
almost 100% salvage can be achieved, with pan hysterectomy# 

V 

With superficial myometrial infiltration the 5 years 
survival in 75-80% • However# the salvage rate drops to 
50% if there is extensive myometrial or cervical involvement 
With extra-uterine extension of the disease# the survival 

I 

is less than 20% (Me Lenon# 1976) . 

Routine papanicolaou testing is inadequate and 
endometrial cytology assessment is too insensitive and non* 
specific to be useful in screening for endometrial cancer 
even in high risk population. 

Gambrell et al (1991) advocated the use of proges- 
terone challenge test in an attempt to remove the draw back 
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associated with other methods available till now. various 
authors (Hanne ©t al^ 1983? Toppozed* ©t a I# 1988) have 
also tried progesterone challenge test as a screening 
test for endometrial carcinoma. 

After administration of progesterone challenge 
t««i: to aHymptoinw tic post in«no};»a uisa I wom«n# the presence 
or abaence of withdrawal bleeding may add in detecting 


premalignant lesion of endometrium or endometrial carcinoma^ 
and therefore could oe used as screening cpcoGediitj©:’. in post 
menopausal women at risk for developing endometrial 
carcinoma, i 

Progesterone challenge test will reveal whether 
the endometrium has been primed by oestrogen but It will 
not identify about endometrial pathology. 

In progesterone challenge test (PCT) # there is 
progesterone induced withdrawal bleeding, A positive 
progesterone challenge test indicates t 

1. presence of uterus witli endometrixira capable of 
a normal response to ovarian steroids ( endoraetritim 
is pr by oestrogen) . 

2, The presence of some endogenous oestrogenic 
activity which in turn indicates - 

a. The presence of minimal ovarian activity. 

b. The presence of gonadotrophic stimulation, 
sufficient for evoking follicular maturation. 

Co The presence of hypothalamic LHRH activity 
sufficient for basic pituitary stimulation. 
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Gambrell et a]. (1980) used progesterone challenge 
test to identify post menopausal women at risk for adeno- 
carcincma of endometrium. This included 100 asymptomatic 
postmenopausal women in their study, progesterone ^nu 
challenge test and endometrial biopsy both wore done in 
all cases, 86 women exhibited no withdrawal bleeding. 

In all these cases the histology was normal, 14 women" 
exhibited withdrawal bleeding, 9 of whom had unsuspected 
adenomatous hyperplasia and the other 5 had atypical 
endometrium. 




The post menopausal endometrium has been classified 



by Novak and Richardson (1941) as follows * 

ATROPHIC ENDOMETRIUM I Endometrium is thin, the 
surface and glandular epithelium is either of normal 
or less fibrotic and the glands sparse and most infre- 
quently cystic. This is mot commonly found, 

II. PRDLIRERAT IVE ENDOMETRIUM i Similar to that found in 
follicular phase of menstrual cycle during reproduc- 
tive period. 


III. ACTIVE HYPSRPL-^ . ^TAs Characterised by Swiss-Cheese 

pattern, an intact epithelium with often dark staining 
nuclei and abundant contact stroma, 

HSTROGRESSIVE HYPE R PLASIA t' The Swiss-rCheese gland u' 
pattern is perfectly marked here. Epithelium is often 
low and atrophic and the strone is obviously fibrotic 
and inactive. The fibrotic appearance of the stroma 
appears to be a more reliable indicator of hormonal 
inactivity than does the epithelium which may remain 
tall and inactive for many years; after the menopause 
even when the stroma is very fibrotic. 

Endometrial cancer is a disease that occurs 
primarily in postmenopausal women and is increasingly 
virulant with advancing ®g«. Th® rol® of estrogan in th® 
development of most endometrial cancer has been established 
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clearly, any factor th.at increases exposure to unopposed 
oestrogen increases tb.e risk of endometrial cancer 
(Novak ®s Gynaecology, 12th. edition). 

ENDOCRINOLOGICAL CHANGES IN THE POST ^ ENOP A ^ SAL WOMEN 

With approach of menopause, the oestradial levels in 
the blood may be low (50~100 ng/1) as compared to 150 ng/1 
in younger women. The FSH levels may be elevated to twice 
the level seen during the foilicular phase of younger women. 
There is no signi-<^l^ant alteration in the LH levels. After 
menopause, due to very low levels of oestradial (10-15 ng/1) 
cawed, by ovarian follicular failure, the FJSH levels get 
markedly elevated to 10-20 times higher than in younger 
women with LH about three times higher. The circulating 
oestrogen in postmenopausal women is mainly oestrogen rather 
than oestradiol unlike in the young. Mast of the oestrogens 
are now derived, by the peripheral conversion of androteno- 
dione to oestrone. The adrenal cortex (which produces the 
androtenodione) and the ovarian cortical stroma are the main 
sources of steroids, as the ovary is responsible for 50% of 
testosterone production, the plasma testostwrone falls only 
slightly after menopause from about 300 ng/1 to 230 ng/1. 
This fall may be more marked in those who had oophorectomy. 
The hormonal levels may vary depending upon the time of the 
day, the number of years following menopause and type of 
menopause whether spontaneous or surgically induced. 

Endometrial hyperplasia represents a spectrum of 
mrophoXogic and biologic alteration of the endometrial 
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gland'^ and stroma, ranging from an exaggerated physiologic 
state to carcinoma in situ. Endometrial hyperplasia are 
important clinically because they may cause abnormal uterine 
bleeding, may be associated with estrogen producing oyari®n 
tt’.rwiur, tW'Y result from hormonal therapy and may precede or 
occur simultaneously with endometrial cancer. Endometrial 
hyperplasia has been classified by the International 
Society of Gynaecological pathologists into the simple hyper 
pl.as.la, complex hyperplasia and ©typical hyperplasia. 

Simple hyperplasia is characterised by dilated or 
cystic glands with round or slightly irregular shapes, an 

.lnc’r«»c cff ! -j 'I'.’ i n ’’ n r -t-o s romu 1 r^tio wi glfUAduler 

crowding and no cytologic atypia. Complex hi -pla sia has 

architecturally complex (budding and infolding) crowded 

glands with less intervening stroma without atypia. 

Atypical Mrperplasia refers to cytologic atypia end 

can be categorised as simple or complex, depending on the 

corresponding glandular architecture, criteria for cyto- 

lcc5,c atypia include large nuclei of variable size and 

shape that have lost polarity, increased nuclear to cyto- 

* ■ 

plastic ratio, prominant nucleoli and irregularly clumped 
chromatic with parachrom.atic clearing. 

The risk of endometrial hyperplasia progressing to 
cArcinowri Is related to the. presence and severity of cyto- 
logic atypia. Acr’cr'^i.ng to Kurmar et al (19S7) progression 
to carcinoma occurred in 1% of patients with simple hyper- 
plajcla, 3% with complex hyperplasia, of patients with 


8 

atypical typerplasia and 29'ii of patients with atypical 

coiTtpIex'': hyperplas5-a * Most of the hyperplasia seems to 
remain staJoIe (18%) or regress (7o4%), The pren^lignant 
potential of hypsjrplasia is influenced, by age, underlying 
ovarian disease, en doer inopa thy, obesity and exogenous 
hormone exposure. In patients with atypical hyperplasia 
detected during endometrial biopsy or in a curettage specimen, 
approximately 25% will have an associated usually well 
differentiated, endometrial carcinoma, if hysterectomy is 
performed, 

Cullen (l')00) described, that endometrial carcinoma 
began with anovu.latory cycles % 

Anovulatory bleeding 

I 

i 

Cystic g la ndttlar ■ hyperp la sia 

I 

Ad. nn o..'ia tous hyperp la s ia 

1 

9 

Adenocarcinoma in situ • 

1 

In^^sive adenocarcinoma 

Backer (1904) first noted that there is an 

♦ 

assoc3.ation between endometrial hyperplas.la and sx±»sequent 
^dometnal carcinonP, 

G^asberge (1947) introd^3ced the designation adeno- 
Rt'toits hyperplasia to include the entire spectrum of pre- 
cancerous architectural and cyto logical abnormalities of 
endometrium. It. has well been documented that this hyper- 
plasia may be prectsrsor to adenocarcinoma of endometrium 
in wornv wornon « :..,.'’hr>rg (1976) showed that among patients 

with adenonf-'c-ous hyperplasia 18, ''5% with short (5 yrs) 
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follow-tap and 30% after 10 yaars will develop endometrial 
cancer. 

Precapcerous leaions of ondometrium are - 

1, Cystic hyperplasia, 

2. Atypical proliferative hyperplasia, cellular 
and architectural. 

Atypical secretary hyperplasia. 

4o carcinoma in situ. 

5. Polyps with forgoing changes. 

Stromal invasion must be present for diagnosing 
invasive cancer (Kurmar and isorris, 1982). 

The new classification formulated by W.H.O. 
Committee on endometrial tuitours breaks down endometrial 
l^yp«J^l®sia into 4 stages. 

Sinple hyperplasia without atypia (SH) . 

2. Simple hyperplasia with atypia (SAH) , 

3. Complex hyperplasia without atypia (CH) , 

4. Conij:)lex hyperplasia with atyjpia (CAH), 

According to Norris et al (1986), non atypical 
hyperplasia, glandular or epithelial occur in women with 
abnormal endocrine milieu. The potential for progression 
to carcinoma is minimal in these groups (2%), Of these 
who have atypical hyperplasia it was shown in one wtudy 
that 23% progressed to carcinoma, it was, therefore, 
pres\imed thatncyto logic atypia signifies a high risk for 
carcinoma and determines the basis for therapy. 


10 


Th& term atypia refers to cellular atypia and the 
term conplexity refers to severe architecttiral abnormality 
close to that seen in cases of well differentiated adeno- 
carcinon^ • 

Single hyperplasia t It induces cystic hyperplasia 
and mild and moderate degrees of architectural abnormality# 
It is not significantly precancerousr 

Sinple hyperplasia with atypia deserves further 
Investigation as there has not been enough follow up 
information# When complex hyperplasia with atypia is 
diagnosed in a biopsy specimen, a well differentiated 
adenocarcinoma is discovered in the hysterectomy specimen 
in 15 to 20% of the cases# Or the lesion will eventually 
be followed by carcinoma in approxinately 30% of the 
patients (Tavassali p and Kraxise PT, 1978 and Kurnan RI 
and Norris H. , 1982). 

ATYPICAL HYPERPLASIA Vs WELL DIFFERENTIATED ADENOCARCINOMA 
Handerickson et al (1983) and Kurmar and Norris 
(1982) had laid down the criteria "The first group undefined 
various architectural and cytologic abnormalities some of 
which may be absent in individual cases, leaving the final 
decision to the overall eiveluation of the lesion# Both 
pronounced architectural atypia and at least moderate 
cytologic abnormality are required. 
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Til® second group emphasized architecture qualities 
stromal and quantitative features* Pricnary criteria for 
adenocarcinoma the presence or absence of stromal invasion, 
which is defined arbitrarily by the presence of at least 
one of the following features i 

i* Desmoplastic stromal response in the vicinity 
of infiltrating glands* 

2* Confluent or cribiform glandular pattern. 

3, Extensive x)apillary pattern and 
4* Replacement of stroma by squamous epithelium* 

In a retrospective study Hartig and Sommens (1949) 
observed 32 cases of complex hyperplasia and atypical 
hyperplasia was found to antecedate carcinoma by 1.5 years 
and in other hyperplasia by 6-7 years. Cystic hyperplasia 
is only weekly precancerous was presented by Mebride (1959) 
who followed for 24 years and found that carcinona develop® 
only in 29% of cases. Normal findings on chromosomal and 
DNA studies are also consistent with a low malignant pote- 
ntial. Oustiijerg and Kaplan (1963 ) recorded follow up on 

191 patients, 80% of the patients were more than 40 years 

« 

and 12% of patients where hysterectomy was not done* 
developed carcinoma endometrium (68/101) were followed for 
one year. 

Chamberlain and Taylor (1970) investigated 97 
patients of adenomatous atypical hyperplasia* 14% developed 
carcinoma in 1-14 years. 
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Wentz (1974) reported follow up of 115 cases 
for 2-3 years, 27% adenomatous hyperplasia, 82% atypical 
hyperplasia and all cases of carcinoma in situ had 
developed carcinoma, 

Sherman and Brown (1979) followed for 2-18 years, 

216 xmtreated patients of 50 years of age with coup lex 
hyperplasia and 39% of cases had carcinoma later on (22% 
ad«iomatous^ 57% atypical adenomatous, 59% carcinoma in situ) . 
Regression of process of endometrial hyperplasia is certainly 
more frequent than progression to neoplasia. The risk of 
developing adenocarcinoma increases with the spectrum of 
morphology being lowest for cystic hyperplasia, greater for 
adenomatous hyperplasia and greatest for atypical hyperplasia. 

Screening Technique used for detection 
OF endometrial carcinoma 

CJarcinoma of uterus is one of the common malignancies 
of female genital tract. Early diagnosis of the disease cail^ 
lower the morbidity amd mortality associated with it. Attempt 
to identify premalignant and silent cancer of uter\xs have been 
made, A single diagnostic procedure has not been uniformly 
successful. It would appear that multiple techniques using 
both cytologic and histologic material would increase the 
possibility of achieving the goal for early diagnosis of 
uterus cancer. 

It was Slauter (1902) who used first endometriarl 
biopsy as a diagnostic procedure for endometrial carcinoma 
in both symptomatic and asymptomatic post menopausal vromen. 
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papanicalou and Trant (1943) advocated, vaginal pool 
smear technique for early detection of endometrial carci- 
non#. This method is now aoandoned in favour of direct 
endometrial san^ling. The vaginal pool smear techniques was 
time consuming and was less efficient than the direct endo- 
metrial sampling in the detection of endometrial lesion* iOr 
screening purpose# the vaginal pool smear should be obtained 
on every woman who crosses the age of 50# as it may contri- 
bute significantly to the diagnosis of endometrial cancer 
in early stages* 

Herling and sansnors (1943) indicated that adeno- 
matous hyperplasia preceded carcinoma, palmer (1950) 
diagnosed endometrial carcinoma oy endometrial biopsy. He 
reported about 92% accuracy rat© in his study, 

Hechte (1954) used aspiration cytology to diagnose 
widometrial carcinoma. He included 901 patients ranging in 
from 20 to 71 years, the average being 51 years, 71 cases 
were post menopausal with bleeding per vaginum. Out of which 
38 patients were diagnosed as cases of endometrial carcinoma. 
Way (1956) had drawn attention to an interesting 
fact that carcinoma body uterus was associated with late 
menopause# obesity# hypertension# presence of fibroid# 
nulliparity and diabetes in many patients, 

Sippe (1962) in his study of 282 cases noted that 
the endometrial hyperplasia was a common uterine disorder 
occurring particulsirly during cliinatrlc. He found that 
80% of cases were in the age group of about 40-50 years. 

On histopatho log leal examination# there were large blood 
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sinuses with Inconspicuous w®U vAiich were commonly found 
in the superficial endometrixim end rxqjture of these 
sinuses had been responsible for uterine haemorrhage. 

Devi (1964) stated that endometrial cancer wag 
usually a disease associated with post menopausal women. 

The peak incidence of endometrial carcinoma in his series 
was towards the end of the 6th decade 10-15 years 

after menopause most of the cases diagnosed were in the 

50 to 60 years of age group. The disease was rare before 
20 years and after 90 years of age. 

Coleman (1965) used vaginal cytology to detect 
uterine malignancy in early sl^ge. He selected 285 patients 
for study and found atypical cells in 185 patients, 78 
patients showed negative report, 22 patients showed 
unsatisfactory findings, 

Robert (1963) pointed out that there was a strong 
association between persistent unopposed oestrogen action In 
the absence of ovulation with increased risk of endometrial 
cancer, two pathwey, seemed to be Involved in this process. 

In first excessive or unopposed 17 extradlol was 
secreted either continuously over long period of time or 
In fluctuation, so that the endometrium was stimulated 
from the stage of normal proliferation to hyperplasia, 
atypical hyperplasia and eventually to carcinoma In some 
oases. This would appear to be a major mechanism in those 
postmenopausal cases in whom progression through atypical 
hyperplasia to carcinoma takes place. The other pathway 
Involved was the production of oestrona by extra glandular 
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conversion of antirosteineclione. This would appear to be the 
most common root in postmenopausal women* The oestrone may 
have sufficient estrogenic activity to cause proliferative 
changes in the endometrium but it provides facultative 
sxipport in development of cancer. However, when the prodtic- 
tion of estrone is increased by any mechanism, the chances 
of developing endometrial cancer are greatly increased, 

Wynder (1966) concluded that obesity was a major 
risk factor most commonly associated with endometrial 
carcinoma, in women who were 21-50 pounds over weight 
omcodemce of endometrial carcinoma has increased three fold. 
In women 50 pounds or more aver the ideal weight the risk 
was 5 times greater than women of normal weight. 

In Peterson's series (1968), a total of patients 
with endometrial carcinoma weighed over 150 pounds while 63% 
of the group weighed over 180 pounds and 7% over 230 potinds, 
Gravlee (1969) advocated jet washing technique for 
establishing early diagnosis of endometrial carcinoma 
particularly in asymptomatic patients, 181 patients were 
san^led with jet washer. 135 patients out of 181 showed 

I 

atypical cytology, 10 of which were found to have endometrial 
carcinoma, on curetting failure rate was 21%. 

Bonham (1973) reported from his own clinic that the 
peak occurrence of this disease was between the age of 50 
and 60 years. When diagnosis was made before the menopause, 
as occur in 20 to 25% of cases. The clinical outcome was 
definitely more favourable. In general the early onset of 


this disease w^ 


is more frequently associated with feraini- 
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zing ovarian tximours and polycystic ovarian disease. 

Gushberg (1973) reported that endometrial carcinoma 
tended to occur one decade later in life than cervical 
cancer. This occurred oecause endometrial carcincwa, seem 
to be some combination of hormonal distxirbance that occur 
after menopause or whenever oestrogen activity in excess 
or is tmopposed by activity of progesterone. 

Kelly et al (1973) advocated the use of endometrial 
biopsy as an outdoor procedure in order to obtain adequate 
endometrial tissue for diagnostic stxidy, >©ny other authors 
have also advocated the use of endometrial biopsy as a 
routine outdoor procedure and in their hands it has become 
a good screening technique. 

Knoll (1974) evaluated the utility of vaccum aspira- 
tion method in diagnosis of asymptomatic patients. There 
were 122 patients evaluated by vaccum aspiration of endo- 
metrial cavity. 72 out of 122 patients had abnormal cytology, 
10 out of 72 patients were diagnosed as having endometrial 
carcinoma also proved by endometrial biopsy, 

Hofmeister (1974) for the first time used endo- 

» 

metrial biopsy as a routine office procedure in more than 
20# 000 postmenopausal women. He noted that in 17% cases, 
endometrial carcinoma was diagnosed in asymptomatic women. 

Kaplan and Cole (1974) suggested that diabetes 
mellitus may be associated with increased risk of endometrial 
carcinoma. He reported that the risk with abnormal glucose 
tolerance is 2-4 times higher than when it is absent. 
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smith (1975) showed positive association between 
endoaietrial carcinoma and hypertension. The triad of 
alabetes melUtns, obesity and hypertension occurs most 
coimionly in patients of the age group of 60-70 years. This 
triad had been duobed as “The corpus cancer syndrome". 

Out patients diagnostic technique is comparable to 
the papanlooloau. Smear for carcinoma of carvlr, to permit 
an early recognition of endometrial cancer. Plve different 
techniques of sanjiling of the endometrial cavity wera saline 
Irrigation with antrum cannula, endometrial brush sampling, 
high vaccuB aspirator, Gravlee Jet washer and endometrial 
biopsy. Out of these five methods, endometrial biopsy 
permitted accurate diagnosis (oavll and Anderson, 1976) . 

Oreasman (1976) studied 640 patients selected from 
out door and Indoor. The age varying from 40 to 70 years. 
Endometrial cytology was done by VBora technique. He found, 
that 80 % adenocarcinoma and adenomatous hyperplasia could 
be diagnosed oy this technique. Ha also evalmtad the utilit 
of combination of several techniques when brush and endo- 
metrial biopsy were combined, 19 out of 21 patients could 
be diagnosed a, suffering from endometrial carcinoma. 

David (1976) evaluated the different screening 
procedures and proposed saline irrigation as a simple out- 
door screening procedure which could be utilised to diagnose 
endometrial carcinoma in early stage. Out of 125 patients 
v*o underwent saline irrigation of endometrium cavity, 64 
patients were having endometrial hyperplasia, pallure rate 
of this procedure was 22%, 
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Second technique used was brush technique. In this 
group 191 patients were subjected to endometrial brush 
san^ling. There were 11 patients with endometrial adeno- 
carcinoma proved by endometrial curettings. 118 cases i 
were having atypical cytologies 1 findings. However, 
cytology was unsatisfactory in 62 patients, Pailxire rate 
of this method was very high about 36%, 

Peter (1976) noted that all endometrial tumoxxr had 
low progesterone binding capacity. By means of dextron 
coated charcoal assay, the capacity of various endometrial 
cytoX preparation for specific binding of progesterone was 
determined. Two out of 7 grade I, 3 out of 8 grade II and 
2 out of 3 grade III endometrial carcinoma showed low 
binding capacity. These data suggested a progressive loss 
of specific progesterone binding capacity from normal, to * 

hyperplastic endometrium and from well differentiated to 
anaplaetic form of adenocaroinomtt . The * thor calculated 
that the use of progesterone binding capacity may help in 
diagnosing the asymptomatic and symptomatic patients at risk 
for endometrial carcinoma, 

o 

% 

Cohen (1977) stated that an accurate endometrial 
cytology screening test would be of particular value in the 
continuing starve! llance of patients with abnorital uterine 
bleeding in the follow up evaluation of patients with 
documented atypical endometrium and perhaps as a part of 
the periodic examination of all menopausal and post 
maiopausal patients. 
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Welch and Scully (1977) pointed out that stiroula- 
tion of endometriuin by exogenous or endogenous oestrogen 
resulted in hyperplasia or carcinoma body uterus or to 
cause abnormal vaginal bleeding. In his study he noted 
that 25% of cases having hyperplastic endometrium, converted 
into endometrial carcinoma in five years or more time. 

The technique so far discussed for diagnosis of 
endometrial carcinoma had all been invasive in nat\uce, 
procedures being relatively unsafe, time consuminf, costly 
and success rate achieved by them have been rather low. 

Gambrell et al (1980) gave an illustrated view 
regarding the quality of outdoor screening procedxares for 
diagnosis of endometrial carcinoma. They stated that the 
method should be acceptable to the patients, be painless, 
inexpensive and reliable in the hands of all those doing 
the pelvic examination. They recognised the need for a 
technique that would permit early diagnosis ot ondometrial 
carcinoma , 

Progesterone counter the effect of oestrogen and 
causes sloughing of endometrium and withdrawal "bleeding 
induced by progesterone intake in an indication of presence 
of oestrogen in sufficient quantity to proliferative 
endometrium. 

In post menopausal women suspected for endometrial 
carcinoma administration of progesterone will cause with- . 
draws 1 bleeding to occur after the progesterone is stopped 
based on this principle is the progesterone challenge test 
developed by Gambrell and co-authors at W&rfoy Hall, U.S.A.P. 
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Medical centre to detect endometrial carcinoma. 

currently, Hanne et al (W83) noted the use of 

progesterone challenge test In asymptomatic postmenopausal 
«men. According to them, the presence or absence of with- 
drawal bleeding aid In detecting premallgnant lesion of 
endometrium. In 1981 they selected 30 women for the study. 
Both progesterone challenge test and endometrial biopsy were 

oc: women exhibited no withdrawal 
done in all the cases. 25 women exnio 

^ a4.ihoiooical lesion (Histology was 

bleeding and had no pathological iesxw 

vnHHifad withdrawal bleeding. Thro© 

nornval). Five women exhibited wither w« 

out of five positive cases had uhsuspacted hyperplasia, one 
of which wes atypical and two had atypical endometrium. 

1983, they selected 10 post menopausal women with biopsy 
proved adenomatous hyperplasia who had presented with 
bleeding symptoms for progesterone challenge test. No 
specific selection criteria were used. 9 of these 10 exhi- 
bited withdrawal bleeding. The purpose of this study was 
only to establish a false negative rate for progesterone 
Challenge test In bnown cases of hyperplastic endometrl-am. 

ov MEDROXY nnr,CRSTF.ROHE ACETATE 
-...nv Of MedroXT progesterone Aceta^ 

It is a derivative of 17 f 6 methyl medroxy 
prog^st-srou^ acetHte# 

It Is a highly active progestational agent, white 
no off white colourless crystalline powder partially 

soluble Ih water# 


4 
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Physiological Ac-bivlty 

Medroxy Progesterone acetate shows exceptionally high 
progestational activity when administered in tablet form by 
raouth or in form of Depo provera by intramuscular injection. 
Comparative studies in immature female rabbit indicate that 
MPA in 24 to 28 times as potent as other progestational agents* 

Clinical Study 

The effectiveness of MPA producing secretary changes 
in endometrium and other progestational effects have been 
studied in surgically castrated patients with functional 
uterine bleeding and dysmenorrhoea • 

It is used for detection of premalignant condition 
of endometrium. It causes withdrawal bleeding when adminis- 
tered in patients at risk for endometrial carcinoma or 
premalignant lesion. 

Adverse Effects 

It is well tolerated both locally and systemically. 
There were no estrogenic or androgenic effect after 
administration. Menstrual irregularity is the main 

t 

adverse effect when used over prolonged period, 
preparation 

MPA is marketed by name of i 
1* Devicy - 2,5 mg/5mg/10 mg tabs, 

2. Inodin - 2.5 and 10 mg tabs. 
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MATERIAL AND METHODS 


The present sttidy was conducted in the Departments 
of Obstetrics & Gynaecology/ pathology and Bacteriology- 
M.L.B, Medical college. Hospital, Jhansi, 

SELECTION OF CASES 

cases were selected from out patients department and 

wards of Obstetrics & Gynaecology* 100 postmenopausal 

patients were selected for study, patients seloctod had 
! 

their last menstrual poriod at least 6 months back, cases 
were divided into two groups : 

Asymptomatic group 

This group comprised of 50 postmenopausal women 
with no history of bleeding per vagina. 

Sy mptoma tic g roup 

This group also comprised of 50 postmenopausal 
women with history of bleeding per vagina, 

CLINICAL HISTORY 

Detailed history of each patient was taken 

regarding j - age 

- Duration of menopause. 

- Dxiration of bleeding, 

- Amount of bleeding. 

- Pain associated with bleeding, 

- History of diabetes, 

- History of hypertension 

- History of hormonal therapy 

- History of discharge per vagina. 
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OBSTETRIC HISTORY 

Detailed obstetric history was also taken in each 
patients regarding t 

- Gravida 

- parity 

- Abortion 

Last child birth. 

M ENSTRUAL HISTORY 

a. Last menstrual period. 

b. Duration of flow 

c. Length of cycle 

d. Amount of flow, 

e. pain during menstruation 

f. Intermenstrua 1 bleeding, 

PAST HISTORY 

a. Diabetes c. Tuberculosis. 

b. Hypertension, d. Other chronic illnesses, 

TREATMFINT HISTORY 

patients were also asked about the treatment taken 
■ n the form of hormonal treatment to control the bleeding 
or other postmenopausal symptoms. 


general examination 


This included t 


- Built of patient - 

pallor 

- Weight of patient - 

Oedema 

~ Pulse# blood pressure and 

ly mpha d enopa thy . 



SYSTEMIC EXAMINATION 

A thorough systemic examination was done to exclu'""’,e 
any systemic disease. 

Per sT^-^'-'^ lum Examination 

These examinations were also done to exclude 
cervical and vagina - causes of postm.enopausa 1 bleeding, 

Pervaqj- n um exam inatj.on 

It w>;«s done for siTic, shape, duration, nsobih v, 
cons5,stency and condition of aacnexa. 

INVESTIGATIONS 

Investigations included ~ urine and blood examina- 
tion with special reference to blood sugar. 

Instruments used 

!• Sponge holding forceps. 

2. Catheter 

3. Sims speculum. 

4. ‘^Ant. vaginal w®!! retractor, 

5. Vul-sellum. 

6. Uterine sound, 

7. Endometrial biopsy curette 

Pr e s erva 1 1 v e 

Absolute alcohol or 40% formaline solution, 

'stain 


1, Haematoxylln 


2. Eos in 


25 


w*:thods 

It was an outdoor procedure, patient was put in 
lithotomy position# valve was painted by sponge holding 
forceps. Bladder was evacuated in those cases where it ■was 
not evactiated already, Binnual pelvic examination was done 
to ascertained the position of the uterus adenexa, Sims 
speculum was inserted and cervix was visualised with the 
he?.p of a vaginal wall retractor. One anterior lip of 
cervix was hold by viilsellum, TTi-erlno sound -pasrod 

knov/ the exact length of the uterine cavity. Sndometri-al 
biopsy was taken by moans of endomofrinl bioi-Kiy ciii, ..uid 

tissue obtained ■was preserved in absolute alcohol and 40% 
formaline. Antiseptic solution was applied on the cervix. 
After this tablets Medroxy progesterone acetate 10 mg 3,D, 
for 10 days was given and patients were followed for 
withdrawal bleeding. 

Preparation of t issue for Histopat ho logica X Exami nation 

The tissue was processed through varying concentra- 
tion of alcohol# then cleared by pass,ing through xylo3,» Blocks 
were made by embeding# it in molten paraffin# which was 
allowed, to set* The section we® then exit and fixed on slides 
before st/^ining with Ehrlich’s haemfitoxylin and Eosin stain 
«s described by Liliquest (1953), The slides ’were excunined 
first under low power finally under high power then 
histological tindlngs and cil.nical findings were correlated. 




The pro.sent atufty we a done in the departnfantB of 
Obstetrics & Gynaecology and pathology, M*L«P. , Medical 
College, CThansi* 

A total of 100 consecxxtive postmenopaxxsal 
patients were studied in two groiaps* 

Group I s Asymptonxatic group including 50 postmeno- 

I! 1 1. 5. f. tt a w 5, t: ho vt. oy ^ " o(X 1 n c* # 

Group II t group cous5.sPed of 50 postmeno*- 

X pHpX. w’LPh. n Th^r « 

TABLE I s Distribution of cases according to age« 





TABLE IX * 


Showing progesterone challonne test, i.n both 
the groups. 
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Response to AsyTrtptOTP.atlc _ Symptorvatic 

pct' 


Positive 


10 

20 


42 

84 

Negative 


40 

80 


8 

16 


z 

•3 *3 

P ^ 5 

z 


n ;'"C . 0 5 


XT ‘h'b.s i“ 1*^0 con . 0 c-'H^XXonO'© 

negative in 40(80%) ari in 8 (16%) patients ixi asv''v'-'',orr,-" ''.:'.C' 
and syrrptomatic groups respective!'^- -..ad it v;3s positive in 
10 (20"'''} sncl 42(84%) pat.lents in asymptomatic an' rv'po tort tic 
groups respectively. 


TABLE III s. Shewing the results of histopathclogioat 
exa’id-nation. in relation to T'CT in 
as^nnptomatic groiip. 


!ll t.ho lou .'.cci 1 

rn ,1 'L o n 

y rn rt a 4** I; "<! / p ^ 

Ko, % 

“Drh t:r .4’" ■ 

Xo# 


Normal 





- Proliferative phase 

18 

36 

1 

2 

- proliferative phase with 

8 

16 

1 

2 

cy'St::lc dilat:^ 





««» , h t-r o i c! r,” '!^ f o r rii-i i:x .1 u. m 

■ 4 

B 

,1 


r •IVh ry 


10 

„l 

a 

, -**• Otht^r t.yptj0 


■ 1 0 


- 

Abnorrria 1 





- Endometrial hyperplasia 


- 

4 

S 

~ Stromal ce*!! hyperplasia 

- 


■9 

4 

~ ArJ.enocarci'noma 

- 


■ 

- 

3tr»ini #T! A T 

40 

so 

xo 

0 


Table III shows that in all pCT negative 
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asyaptomatic patients, histopathological examination was 
normal, however, out of 10' PCI positive patients 6(12?4) 
patients showed abnormal histopathological examine ti a" , in 
which 4(8%) patients had endometrial hyperpl.asl.a and 2(4%) 
had stromal cell hyperplasia. 2(4?4) patients had chronic 
endometritis# 1(2%) had tubercular endometrium and 2(4%) 
had scanty curattage in other twe. In PCT negative cases 
18(36%) had proliferative and 8(16%) had proliferative phase 
with cystic dilatation and 14(28%) had atrophic endometrium. 


TABLE IV s Showing the results of histopathological 
oxamlnati.on in re.l<iition i:o pf,"!’ In 
syniptom-i tic group. 


J!J.st.ojy»tF'!ologitvi 1 

examination 


PCT 


pC'*r 

. "/q 

Korine 

“ proliferative phase 

1 

2 

5 

10 

- Proliferative phase with 

1 

2 

2 

4 

cystic dilatation 

~ Atrophic 

1 

2 

4 

Q 

o 

- Endometritis 

3 

6 



A*bnn;r 

- Endometria’. hyperplasia 

■■'1' " 

2 

25 

.J 

- Stromal cell hyperplasia 

1 

2 

6 

12 

TOTAL 

8 

16 

42 

" . q 4 ' 


Table XV shows that the 5.n PCT?! positive synTotomatic 
p«-<tient3, 31 (6?%) corses had yirema I ign'-mt lesion, (‘hv%) hv.id 
endometrial hyperplasia, 6 (12%) had stromal cell h'^'perr'l:'- .:i~ , 
5(10%) had proli Porative i.(;:ase, 2(4%) had proliferative ohasa 

with C'/nti.c d ,? 1 . ( 1 ?• :f dn 4 (!rt) Vind rti-roMhh"' t-tnif'v.t',?'' r'.'l t .1 ;*i , 


In PCT negative syrrptoraatic patients, 1(2%) had 29 
endometrial hyperplasia and other one (2%) had strornal cell 
hyperplasia, 1(2%) had proliferative phase and 1(2%) had 
proliferative phase with cystic dilatation. Atrophic endo- 
metrium was present in 1(2%) and 3(6%) had endometritis. 


TABLE V * Showing the hi stopatho logical report in 
both grottps according to age. 


Age groups 
(years) 

Asymptomatic group 

SytT 

Norma 

iptomatic eroup 

Norifia 1 j Px'erna- ’ ! 
1 lignant 1 

^ i.4a ^ g — 

i nant 

1 lignant 1 nant 

45 

- 50 

20 

•• 


11 

2 

51 

- 55 

17 

5 

- 

4 

20 

56 

- 60 

4 

1 


- 

S 

61 

65 

3 

- 

- 

2 

3 

TOTAL 

44 

6 

- 

17 

33 


Table V depicts that in asyiiptomatic group, 20 
patients belonged to 45-50 years age group had normal 
histopathology followed by 17 patients in the age group of 
51-55 years, while 5 patients of this age grovip had pre- 
malignant histo3.ogy of endometrium and one patient ot 55-60 
years age had premalignant histology of endometrium. 

In symptomatic group, 11 patients belonged to 
45-50 years age group had normal histology and 2 patients 
of 61-65 years age group had normal histology. I^ximum 
number (20) with premalignant histology of endometriiim 
belonged to 51-55 years age group followed by 8 patients in 
56-60 years age grnnp. Only 2 patients of 45-50 years ago 
group had premalignant histology of endometrium. 
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of asymptomatic and 3 patients of symptomatic group had. 
premalignant histology of endometrium. 

TABLE VIII I Showing the blood pressure in different 

grr-’.ms. 


Diastolic 

B.P. (mm Hg) 

Asymptomat 

ic group 

Syntpto ma tic g roun 


% 

No. 

% 

£ 

46 

92 

35 

70 

80 - 90 

2 

4 

10 

20 

7 90 

2 

4 

5 

10 

TOTAL 

50 

100 

50 

100 

Tabic 

» VIII shows 

that most 

of the patients, 46(92%) 


in asymptomatic and 35(70%) in symptomatic group were 
normotensive®* 2(4%) patients ofa symptoms tic and 10(20%) 
patients of symptomatic group have blood pressure in the 
range of 80-90 mm Hg and 2(4%) patients of asymptomatic and 
5(10%) of symptomatic group were having B.P. 7^0 mm Kg. 

TABLE IX s Showing the relation of blood pressure with 
histopsthologica 1 findings in twch groups. 


Diastolic 
B.P. (iTtn Hg) 

Asyrnptoniatic c 

iroup 

Symp- 

tomatic groxtp ■ 

Horiip I 

preina- j 
lignant ’ 

nant 

1 

1 prenyl- 1 liq-™ 

liana ntl nant 

1 i 

/ 80 

40 

6 


15 

20 

so - 90 

2 

- 

- 

1 

9 

7 90 

2 

- 

- 

1 

4 

TOTAL 

44 

6 

- 

17 

33 


Table IX shows that 40 patients of asymptomatic and 
15 patients of symptonetic group were the B.P. was normal 


had normal histology of endometrium. Six cases of 
asymptomat5c and 20 cases of symptomatic group had 
premalignant histology of endometrium. 

Two pati.ents of a 3 yrm'>''".cm*''''io and 1 case of 
symptomatic group where 3c.P. was in the range of fO-OO 
mm Hg# hftd nor!u.:'il histology and nine patients of 
symptomatic group had premalignant histology. 

Two patients of asymptomatic group and 1 of 
symptoire tic group who had J9Q mm Hg B.P.# had nom^l 
histology and 4 patients of symptoir^tic group had 
premalignant histology. 


TABLE X s Showing blood sugar levels in patients of 
both the ore ups. 


Postprandia 1 
b lood suga r 
(mg%) 

Asymptomatic group 

'5 to IDci 1 1. C O TO 11*0 

Klo # 

% 

iSlOo 


80 - 120 

43 

86 

27 

54 

121 - 140 

4 

8 

15 

30 

7 140 

3 

6 

8 

16 

TOTAL 

BO 

inn 

50 

•!D0 


Table X shows that 43(86%) patients of asymptom®tl 
and 27 (54%) patients ot symptomatic group had blood sugar 
levels between 80-120 mg?4. Three patients of asymj, .'"'atic 
and 8(16%) cases of symptoma group had blood sugar 
more than 140 mg%. Pour cases of asymptomatic a’^d 15(30%) 
c.nsou of' sympt.t'iniH" j,c (jro'in u.-ftr* blood nuci^r levols in tho 
range of 121-140 mg%. 
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TABLE XI t Showing the relation of postprandial blood 
sugar with histopatho logical findings of 
both the groups. 


Postprandia 1 

blood sugar 
(mg%) 

Asymptomatic group 

Symptomatic group_ 

Norma 1 

[prema- jMalig- 
1 Ilgnant'i nant 

Norma 1 j 

pr ema- i 
lignant 

! nant 

80 - 120 

40 

3 

14 

13 

- 

121 - 140 

2 

2 

3 

12 

- 

7 140 

2 

1 

- 

8 


TOTAL 

44 

6 

17 

33 

- 


Table XI shows that 40 cases of asymptomatic group 
had normal blood sugar levels (80-120 mg%) had normal 
histology of endometrium and 16 cases of symptomatic group 
having blood sugar in the range of 80-120 mg% had normal 
histology findings. 

Three cases of asymptomatic and 18 cases of sympto- 
matic group having their blood sugar level in the range of 
121-150 mg% had premalignant histology of endometrium. 

Two patients of asymptomatic group having blood 
sugar level in the range of 80-120 mg% had premalignant 
histology of endometrium. 12 patients of symptomatic group 
having blood sugar level in the range of 121- 14Q mg% had 
premalignant histology of endometrium. One and 8 patients 
of asymptomatic and symptomatic group respectively having 
blood sugar level 7l40 mg?< had premalignant histology of 


endometrium 




TABLE XII » Showing the size 
both the groups. 

of uterus 

in cases of 


Size of uterus 

Asymptomatic group 

Symptomatic 

0 group 

No. 

% 

No. 

% 

Atrophied (Smaller 
than normal) 

20 

40 

2 

4 

Normal 

22 

44 

26 

52 

6-8 weeks 

6 

12 

20 

40 

7 8 weeks 

2 

4 

2 

4 

TOTAL 

50 

100 

50 

lOO 


Table XII shows t'hat in asymptomatic group, 22(44%) 
patients had normal size uterus, 6(12%) cases had 6-8 weelcs 
sized uterus and only 2 patients her’ their uterxis 7^ weeks 
in size. 20(40%) cases had their uterus size smaller than 
norma 1. 

In symptomatic group, 26(52%) cases had normal 
uterus in size, 20(40%) cases had 6-8 weeks size and 
2(4%) cases had their uterus size more than 8 weeks. 


TABLE XIII t Relation of size of uterus with histological 
findings in both groups. 


Size of 
uterus 

Asymptomatic group 

Symptomatic group 

Norma 1 

prema^ 

1 lignant 

Ma lig- 
nant 

1 

prenw- ! 
lignant' 

J4:i lig- 
nant 

i 

Atrophied 

20 

mm 


2 



Normal size 

20 

2 

- 

10 

16 

- 

6-8 weeks 

2 

4 

- 

5 

15 

- 

7 8 weeks 

2 

- 


- 

2 

- 

TOTAL 

44 

6 

- 

17 

33 

- 
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Table XIII shows that in asymptomatic group, 20 
patients with atrophied uterus had normal histology of 
endometri-um and 20 patients having normal size uterus had 
normal histology of endometrium. Two cases with 6--S and 
78 weeks utorus had normal histology of endometrium. Poxir 
cases with 6-8 weeks uterus had premalignant histology of 
endometrium. There was no malignant case in this group. 

In symptomatic group, 16 cases with normal size 
uterus and 15 with 6-8 weeks uterus had premalignant histologv 
of endometrium* Two car'ss with 78 weeks size uterus had 
premalignant histology of endometrium. 10 cases with nont^l 
size uterus had normal histology of e’^'^ometrium. 

TABLE XIV j Distribution of cases according to duration 
of menopause. 


Duration of 
m ®iop>a us e ( yr s ) 

Asymptomatic group 
No. % 

Symptomatic 

No, 

group 

% 

1»5 - 5 

22 

44 

35 

70 

6-10 

20 

40 

12 

24 

11 - 15 

6 

1 2 

n 

4 

16 - 20 

n 

4 

1 

2 

TOTAL 

50 

100 

50 1 

.00 


Table XIV shows that maximum number (22) of patients 
in asymptomatic and 35 in symptomatic group had menopause 
£5 years duration. Twenty cases of asymptomatic and 12 
cases of symptomatic group had menopause 6-10 years. Only 
2 cases of a symptomatic and 1 case of asymptomatic had 
menopause more than 16 years but ^20 years. 
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TABLE XV t Showing relation of duration of menopause 

with histological , findings in both groups. 


Duration of 
menopause 
(year si 

Asymp-t 

:omatic group 

Symptomatic group 

Normal 

Prema- 

lignant 

Malig- 

nant 

Norma 1 

i 

prema- 

lignant 

Ma lig- 
nant 

1/2 - 5 

20 

2 


10 

25 


6-10 

10 

2 

- 

6 

6 

- 

11 - 15 

5 

1 

- 

1 

1 

- 

t 

O 

1 

1 

- 

mm 

pm 

- 

TOTAL 

44 

6 

- 

17 

33 

- 


Table XV shows that in asymptomatic group 20 cases of 
asymptomatic having V2-5 years menopause had normal histology 
of endometrium and 2 patients with y2-5 years menopause had 
premalignant histology of endometrium. 18 and 2 cases with 
6-10 years menopause had normal and premalignant histology 
respectively. One case with 16-20 years menopause had 
normal and premalignant histology each. 

In symptomatic group, 10 and 6 cases with ^2-5 and 
6-10 years menopause respectively had normal histology of 
endomehtrium. Maximum 25 patients with y2-5 years menopause 
had premalignant histology of endometrium. One patient had 
premalignant histology of endometrium in 11-15 yrs, menopause. 

Table XVI shows tliat maximum number (24) of cases 
in asyrr^jtomatic group had more than para 4 followed by 9 
(18%) cases in 4th para. 

Fifteen (30%) patients of syirptomatic group had 
3rd para and 74th para each. Only 1(2%) case in symptomatic 
group we s nulli parous. 
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TABLE XVT 1 

Di st:ribut5.on 

of cases 

according 

to parity 

parity 

Asymptomatic 

group 

S;Vmptomati 

.c orcriTp 

ko 

% 

ko« 

0/ 

/fi 

Nulli parous 

3 

6 

1 

2 

primiparous 

. 3 

6 

2 

4 

2nd para 

3 

6 

7 

14 

3rd para 

8 

16 

15 

30 

4th para 

9 

18 

10 

20 

74 th pa.ra 

24 

48 

15 

30 


4.5 


3.5 



Mean parity 4,5 ±n asymptomatic nroup and. 

3,5 in symptomatic group (Table XVI). 


TABLE XVII 

i Showing the 
of both the 

age of 
groups. 

menopa use 

in case 

Age group 

Asymptcr« tic 

group 

Symp to ma tic g re '.vp 

(years) 

’ No. 

% 

^4 O « 

/a 


1 

2 

- 

- 

41 - 45 

22 

44 

6 

1 ^ 

46 - 50 

22 

44 

14 

28 

51 - 55 

5 

10 

30 

60 

TOTAL 

50 

100 

50 

100 

MEAN 

44.2 


47 



Table XVII shows that in asymptomatic group. 


maxiimam number (2 9 .) of cases had menopiause in the age 
group of 41-45 and 46-50 years each. 
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In symptomatic group itaximum number (30) of cases 
had menopause in the age group of 51-55 years followed 
by 14 (28%) cases in the age group of 46-50 years. 

One (2%) patient in asymptomatic group had 


menopause in ^40 years of age, 

TABIjE XVTII 1 Showing the correlation of age and 

histopathologica 1 findings with PCT. 


His to logical 
findings 

Negative PCT 
Age (years) 

Z 50 750 

Posit i V 0 PCT 
Age (years) 

^50 / 50 

Total 

Asymptomatic groxip 




Norma 1 

20 20 

4 

44 

Abnorma 1 

- 

— 6 

t) 

Symptomatic group 




Normal 

6 

7 4 

17 

Abnorma 1 

2 

31 

33 


Taple XVIII shows that in asymptomatic gro’jp, 
abnormal endometrium was present in 6 patients with 750 
years of age in positive PCT where 31 patients in syroptome 
group shows abnormal histologi.cal findings in the same age 
er-oT’p* The difference was significant. 

Table XDC shows that in asymptomatic group/ PCT 
positive result had no correlation with dxiration o-^ meno- 
pa\ise. But in symptomatic group it was seen that pati'^’" ’ ■ 
who had positive PCT had abnormal endometrium. 24(43%) 
patients In systtjvtoinatlc group wtiru havino menopause l.os.s 
than 5 years' duration « 
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TABLE XIX I Showing the correlation among dijration of 
menopa-use# endometrial findings and PCT» 



Positive 

PCT “ 

yearly 

7 5 

Negative PCT 

Type of ■" 

endome tr itim 

Dior at ion (] 
Y2-5 

Dxiration (years) 
Y2-5 7 5 

Asymotomatic group 





Normal 

18 

20 

2 

4 

Abnormal 

- 

2 

2 

2 

Symptoma tic group 





Normal 

4 

3 

6 

4 

Abnorma 1 

1 

MW 

24 

8 


TABLE XX s Showing 
pa use. 

the correlation among age 
histological findings and 

of meno- 
PCT. 


Negative PCT 

Positive PCT 

ox •** 

end ometr ium 

Age (years) 

2 50 7 50 

Aoto (yeax's) 

^50 ' 7 50 

Asymptomatic group 




Normal 

40 

3 

1 

Abnorma 1 

- 

2 

4 

Symptomatic group 




Norma 1 

8 

2 

7 

Abnorma 1 

- 

5 

28 


Table XX shows that there was no correlation between 
PCT positive results and age of menopause in asymptomatic 
group whereas it was seen that about eqi-'al numoer of cases 
having positive PCT had menopause at the age of //‘O and 
750 years of age. 
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In symptomatic group# with abnormal endometrium 
and age of menopause at 7^0 years, 28 patients had 
positive PCT whereas, 5 patients were of ^50 years of 
age with abnormal endometrial in symptomatic group. 

Table XXI shows that in asympto;i'»tic PCT negative 
group, maximum number (35) cases in range of 40-50 kg 
weight had normal histology and only 5 asymptomatic PCT 
negative cases were ' " 4Q-S0 kg weight range. Pour asymp- 
tomatic PCT negative patients were in the range of 51-70 
kg and 6 cases of PCT positf.ve having atncrmal. hils'^'^logy 
were in the 51-70 kg weight range. 

In symptomatic group having weight in the range of 
40-50 kg only 8 cases had normal histology and 9 symptomatic 
PCT positive cases had normal histology and 5 symptomatic 
PCT positive had weight in the range of 40-50 kg and 28 
symptomatic PCT positive cases had aonornvil histology. 

So it was concluded that there was a definite 
correlation among syrnptomcitology , increase of weight, and 
PCT positivity. 

Twenty one symptomatic PCT positive cases having 
blood sugar 7l21 mg% had abnormal histology and only 6 
asymptomatic PCT positive cases having abnormal histology 
were having 7l 21 ma% blood sugar. 

So it can be said that there was a relation among 
high blood sugar, symptomatology and pgt positivity. 


showing correlation arnong weight# blood sugar# blood pressure and 
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It is also seen in table XXI that 4 symptomatic 
PCT negative cases had abnormal histology whose diastolic 
blood pressure was ^90 mm Hg and 24 symptomatic i-CT 
positive patients had abnormal histology whose diastolic 
blood pressure was ^90 mm Hg and 5 symptomatic PCT 
positive patients had abnormal histology whose diastolic 
blood pressure was 7^0 mm Hg and no patient was present 
in PCT negative group whose diastolic blood pressure was 
7 90 mm Hg, 
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DISCUSSION 


In symptomatic PCT positive cases# 31 had premalig- 
nant histology. Endometrial hyperplasia (25) and cell 
hyperplasia (6)# Plase positive were 26%, In PCT negative 
group# false negative was 25%, These 25% of cases cotxld be 
mise^ by PCT, If we take out of 50 cases the false nega- 
tive would be only 4% and again false positive would be 22%. 
This shows that 96% of whole population could be screened 
with PCT and 4% would be left. In consideration with the 
cost of investigation# PCT would be an ideal investigation 
for screening main whole population for endometrial card- . 
noma as it detects 96% of cases. False positive of 2 2% is 
a bit high but these cases could go for endometrial biopsy. 

In asymptomatic PCT negative cases# no patient had 

premalignant histology showing that in them, PCT negativity 

was 100% of their having normal endometrium. False positive 

was seen in 4 cases giving 40%, But we take out of 50 capes 

then false positive would be 8% which is small and these 

cases go for endometrial biopsy. Incidence of endometrial 

» 

and stromal cell hyperplasia in our study in symptomatic 
group was 64% and in asymptomatic group it was 12%, 

If both the groups were combined# the incidence was 
39%, Sutherland (1961) reported an incidence of 39,4%. 
Solopurkar (1983) reported an incidence of 42,85% of endo- 
metrial hyperplasia, in symptomatic group -jthe incidence 
according to the present study being 64%# is a bit high. 


In i::±ie present study, the patients were in the 'ge 
group of 45 to 65 years® The r.x*an age in asymptomatic group 
was 52,5 years while in symptomatic group it was 54,5 years, 
in asymptomatic group the maximum number of cases were in 
the age group of 51-55 years i.e. 22(44%) cases. In symp- 
tomatic group also maximum number of cases were in the age 
group of 51-55 years, was follo’-/ed by 20 (40%) c-ses in 
asymptomatic and 13(26%) cases in symptomatic group in the 
age group of 45-50 years. There was no case below the age of 
40 years in both the groups. Similar type of age pattern 
was obser-^red by Marks and Isacies (1981) and Koss et al 
(1981), 34aximum nuirber of patients were found in the age 
group of 50-59 years. So this period seems to be suscepti- 
ble to develop endometrial premalignancy or malignancy. 

In asymptomatic group, maximum number of cases 
having premalignant histology (5 cases) belonged t.. the age 
group of 51-55 years. In symptomatic group, 20 cases had 
premalignant histology and 4 cases had normal histology in 
the age group of 51-55 years, 

TABLE XXII : Showing the incidence of endometrial 

hyperplasia and adenocarcinoma with 
age in different series. 


Name of author 

premalignant 

Malignant 

Sippe, 1962 

46*55 

60-70 

Carribrell 

- 

7 55 

Koss et al, 1981 

45-55 

60-70 

present study, 1998 

51-55 

- 
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In the nrepent study, tn BSYJuptonvH tic riroup 35 ccses 
had their weight in the range of 40-50 hgs and. ID case.s in 
the range of 51-60 kg and 5 cases in the range of 61-70 kg. 
I.r: synp**’-'matic g.ro\ip, 22 cases I .ad their weight in +-he - 
range of 51-60 kg and 6 cases in th:.: range of 61-70 kg. 

Very few cases had their weight more than 61 kg. This 


might be because of the fact that obesity is rare to be 
found in tJais belt of country. ni^t it cof’''.d b« s«an that. 
30® of cases had their weight more than 51 kg in asyrnpto- 
matic group whereas in symptomatic group it was 56%, Koss 


et al (1981) have shown that overweight is assoc.tated with 


some apnormality of genital tract. 

way (1947), Peterson (1960), Gusberg ('1976) and 
Gambrell (1980) showed that increased, weight, is an important 
risk factor for endometrial carcinoma. GeTn.b.rell (1976) 


stated that the risk for endomet.rl''' .1 oa.tolnomB in large and 
obese women has been knovm for many years. 

In asymptoma,tic group in the p.re.sent study 6(12?C} 
cases had premalignant histology of endome'^rlum having 


their weight more than 51 kg whereas in syraptomat.lc group 
21(42%) cases had p.rema lignant histology of endometrium who 
had their weight more than 51 kg. Me Donald and co-workers 
(1974) studied 38 postmenopausal patients varying in body 
weight from 29 to 430 pound .s and found a direct and 
highly significant correlation in the metabolic rate of 
conversion of androstemedione to estrome with increasing 
weight, Gusbsrg and Hale (1961) showed, that cancer of the 
body of the uterus has definite relationship with obesity. 




In the present study, 2(4%) cases of asymptomatic 
group had diastolic blood press’jre (DBP) more than 90 mrn Kg 
and 5 symptomatic (10%) cases had DBP more than 90 mm Hg. 
Hanna et al (1983) reported 30% patients with h;^/pertension. 
In the present study there were 14% hypertensive patients. 

In asymptomatic group none of the patient having more 
than 90 rm Hg DBP had premalignant histology of endometrium 
whereas in symptomatic group 4 patients had premalignant 


histology who had their DBP more than 90 mm Hg. Gusberg 
and Hall et al (1961) showed that there is definite relation 
ship between c.i / -er of the body of utex'vun and hYpe.rten5ion . 

In asymptomatic group 4(8%) cases had their blood 
sugar between 121-140 mg% and 3(6%) cases more than 141 m-% „ 
and in symptomatic group 15(30%) cases had blood sugar 
between 121-140 mg% and 8(16%) cases had more than 141 mg%. 

In asymptomatic group# 3(6%) cases had prerre lignant 
histolqgy who had blood sugar more than 120 mg% whereas in 
symptomatic group, 23(46%) cases had premalignant histology 
who had blood sugar more than 120 mg%. Way (1942) , Kaplan 
(1974) and Smith (1975) reported an association between high 
blood sugar leva! and development of endometrial hyperplasia, 
20 cases in a symptenatic grcup had atrophic utervis and 22 
cases had normal sized utertis, 8 cases had their uterine size 
76 weeks. In symptomatic group 46(92%) had their uterine 
size betv/een norma], and 8 we -ks whereas in asymptcxnr'tic group 
28(56%) cases held thv-?ir uterxiie size between noriftal and 8 wks, 
20 (40%) cases had at.ror'''io u';or"ir?e size in asymptomatic group 
or:.Tv 2 husq atiro’nhi.c 


This difference was because of presence of oestxogen 
in syrTtphoma t j.c group whereas in symptoiinsit.ic there was 
withdrawal of oerstrogen vyicb causes atrophy of \iterus. In 
asymptomatic group 2 cases with norma. 1 '■■’red uiterus had 
preraalignant histology whereas in symptonrr' tic group 16 
cases wi't±i normal sized iiterus had prema lignant histology* 

4 cases in asymptomatic group with 6~8 weeks sized uterus 
had prema lignant histology whereas in symptorr^tic group 

5 cases had premalignant histology. 2 cases with uterine 
size more than 8 weeks had premalignant histology whereas 
in asymptomatic group with uterine size more than 8 weeks 
none had prema ’’ ignant histology. 

Jeffcoat (1982) found &n incidence of 30% of 
adenocarcinoma in patients having fibroid uterus. 

In asymptomatic group, 22 cases had menopause 
between 1/2 to 5 years and 20 cases had /.''tween 6-10 yt?ars. 
Six cases lust ween ,1. 1-15 years and only 2 cases between 
16-20 years, where<is in symptomatic croup 35 cases had 
menopause ^2 to 5 years and 12 cases had , etween 6-10 
years, 2 cases had between 11-1-5 years and only one case 
had menopause between 16-20 years. 

In present study, it was observed that 35(70%) 
cases in symptomatic group as compared to 22(44%) cases in 
asymptomatic group had their menopause between ^/ 2-5 years. 
^tore patients in former group presentad with bleeding per 
vagina. This was because ot excessive production of oestro- 
gen from adrenal cortex, ovary or peripheral conversion of 

of hyperplastic endom,etrium. 


In the present study, there were 3(6%) multiparous 
cases in asymptomatic group as compared to 1 case in sympto~ 
matic group. 24(48%) cases were grandmultipara inasympto- 
iTicitic group where<as 1. 5(30?4) cases in symptuv^at ic group. 

In •") sy mrjton'v-i tic guour 26(3?,y,) cases were parity 
whereas in symptomatic group had. lesser children as compared 
to asymptomatic group. Mean parity was 3,. 5 in SYmptoma.tic 
group and 4.5 was in asymptomatic group. 

In the present study, 45 asymptorriatic cases had 
attained their menopause by the age of years whereas 
in symptomatic group c.ases had attained their 

menopause by this age. 

Five (10%) cases in asymp-^omatic group had attained 
menopause oe tween 51-55 year whereas in symptomatic group 
there were 30(60%) cases. More cases in symptomatic group 
had late onset of menopause so these women had longer 
reproduction period as they were exposed to oestrogen for 
l.c’^ger period as compared to asynptomatic group. 

In asymptomatic group, 6(12%) cases had lignant 

histology who attained the?‘',r menopause at the age of ^45 
years whereas 30(60%) cases had premalignant histology who 
attained menopause at 7'4.5 years in symptoiricitic group. 

Findings of present study are in agreement with 
many workers (Way, 1947, Gusberg, 1976, Koss et al, 1981 
and Hannc et al, 1983, Jeffcoat, 1983), The risk of 
endometrial carcinoma was 2-4 fold in those patients who 
had late menopause (Gusberg, 1976) , 
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TABLE XXXII 5 Show;lng the age of menopati-se in 

Ber5.es in re''-'tlon to histological i '.'s. 


Name of authors 


Age 

'S'iX'gnu at ■ ■: .lig.').''-.! ivt 


hBy, 1947 

46 « 5 

57.5 

GXi sb er g , '*.981 

45.5 

52,5 

Garnbrf=ll, 1981 

46.5 

57,5 

Y.C t a 1 # 1981 

4 5.49 

SO • 5 

Hb. n n o o t ^ X !• 1983 

^52.0 

7 52.0 

present steady, 1998 

- 

H' A 

An wQs also 

made to find 

,.<-.4- any 


shi-p hetween PCT posit.lvity anil !ft5,fte.rent variables in both 
the groups Xa symptomatic and symptomatic). It v^ss found 
that in asymptomat.ic group there was 61 ! ratio of chance to 
have abnorma. 1 ■^■■"^'^metriu.m in patients of more than 50 years 
and. below the ‘^•0 years of age and that was 31*1 ratio in 
symptomatic groxip. 

It was also foxind that in symptomatic croup 8 PCT 
positive p>atients had premal,.iqnant histology whore the 
d-uxaticr. of rnenonav-se was more than 5 'years while in a. sv''"‘'n-- 
tomatic group only 2 patients ’wi PCT positive had prema lig- 

hi Ion Y Tbr^r’O'fo.r'Ojp- 5 r r* **,v'‘Or‘ py*T’ 

symptoms tic patients with duration of menop^^use mors than 
5 years had greater chance to develop preme. lignant histology. 
Similarly it was seen that 28 symptomatic PCT positive 
patients had prem" lignant histology while no patient in PCT 
negative group. So it is clear that overweight PCT positive 

and symptomatology had greater chance tc develop prema lignant 

^ 1 

lesion of endometrixim. 


In the? sy;?ptomcrti.c group with PCT po ^ '"''e patients 
with DBP 750 mm Hg# 5 cases had premalignant lesion whereas 
none of the patient with PCT negative had prerra lignsint 

]i F "pH 1 n r* V 0 So S'h i-F cl. 03.77 i. s oo/OiSooTr 

£xBk factor in PCT positive sy mpton> 3 patients to develop 
pren^Iignant histology of endoraatrium® 

It was seen that in symptom^ t3.c groiip with PCT 
positive 21 patients had prema?^, .tenant lesion of endornetrlxxm 
where blood sonar '^.nvel nior^’ thc3n 121 while there 

s no rati on t in PCT ne-'^atl.ve nroix'o® 

In a symoten'^t Ic group walth PCT "oositiveg 6 cases 
h a d T ) r e ryva X *■ '''' t h '1 .s t o 1. o n of o n d o th r i ’7 rn v/h, e r e b X o o d. s \i c'*^ '3 r 
level. '"'"3 s tnore than 121 mold as comrrr to no '^’^atient in 
PCT negative group. Therefore, there was a definite co-vre- 
lationship between high blood sugar levels, PCT positivitv 
and deve?_opment of pren>a lignant lesic" of endometrium in 
asyinptoma-cic group also. 

Seven patients in symptomatic group v;ith more than 
50 kg weight had false positive but out of total 50 

cases it would be 14%. 

t 

gi«l <:?\f p ir* 4“ 4* •** 4« — fpyn. O / 

had prema lign histology showed 20% false PCT po.sitivity. 
Bijt out of total 50 cases, it would oe 2%. Then 2% cases 
went for btop.sy. 

If the results are interpr utteid in teu'ms of these 
factors, an idea of «?i>out thcj condition for endon-it-';t.riv'.!U 
can no th or ed even in those natientn who othens d.-. 

later on show PCT '^osu^t’.s to eith. 2 .r false ■nos.itive or 


false negative. Once blood sugar of these pati -nts is 
high one v/ou’.d ' ■ cautioned c’''"''t endoinetrium and 
endometrial bi.opsy is must in these patients, 

<ibov<^. It wn fi corw' I iti biil i b.-’i t I’y 
this simple PCT, the patients could be screened in out 
patient department who are litely to have malignancy or 
endometrium particularly in those who have already other 
risk factors vie, hypertension, obesity and diab . 



Si 


vSUMI'^APY AND CONCTJJSTOW 


The present study was conducted in the departments 
of Obstetrics & Gynaecology and pathology, M. L.B. Medical 
College, Hospital, Jhansi. 

One hundred patients were taV.en for the study. 'Bach 
patient was examined clinically and detailed history was 
taken. They were siibjected to progesterone challenge test 
(PCT) and were divided into two groups. 

Group I { Fifty postmenopatisa 1 patients without any 
bleeding per vagina. 

Group II * Fifty postmenopausal patients with bleeding 
per vagina. 

In a syrrptomatic group, 30 patients were of /51 years ^ 
of age and in symptomatic group, 37 patients were in this 
age group. Ten and 42 cases of asympton^tic and symptomatic 
groups respectively were positive for PCT. 40 cases of 
asymptomatic and 8 cases of symptomatic group were negative 
for PCT, Forty cases of asymptomatic group with negative 
PCT had normal histology of endometrium and 6 cases with 
positive PCT had premalignant lesion of endometrium. 

In symptomatic group, 31 cases with positive PCT had 
premalignant lesion and 2 cases with negative pCT were having 
prenelignant lesion. Majority of the cases of both the 
.groups -riere of ^50 years of age. Five patients in asympto- 
matic group tetwcciu '^1-58 years of age had prenv. ?;.ignant 
lesion whereas 20 patients in symptomatic group between 
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51-55 years age group had premalignant lesion. 

Fifteen asymptomatic cases had their weight 7^0 
whereas 28 symptomatic cases were in this weight group. 

Six cases of asymptomatic and 22 cases of symptomatic group 
of this weight group had premalignant lesion. 

Two cases of asymptomatic and 5 cases of sympto- 
matic group had diastolic Plood pressure (DBP) 750 mm Hg. 

Among these asymptomatic cases no patient had premalignant 
histology whereas 4 cases of symptomatic group had premalig- 
nant lesion. 

Maximum patients in present study had their blood 
sugar levels ^120 mg%# there were 86% in asymptomatic and 56% 
in symptomatic group having ^120 mg% blood sugar, 20(40%) 
cases of symptomatic having 7l20 mg% blood sugar had premalig- 
nant lesion whereas 3(6%) cases had p’^emalignant lesion in 
a symptoma tic group • 

jyeximum number (84% in asymptomatic and 56% in 
symptomatic group) of patients had their uterine size 
^ normal size. Two patients each in asymptomatic and sympto- 
matic group had their uterine size more t'.;3n 8 weeks. Six 
cases of asymptoTsa tic group with 7 normal size uterus had 
premalignant lesion of endomatrium and in symptort^^^tic group 
33 patients with 7 normal size uterus had premalignant 
histology. 

t©ximum number (22 cases in asympton^tic and 35 
cases in symptomatic group) had their menopause ^5 years of 
diaration. Only 2 cases of asymptomatic and 1 case of symp- 
tomatic group had their duration of menopause 7l5 years. 
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Twenty five Coses os; nyffiptortpa tic group wXth ^Jj ciuj 

tion of inonopuuse X premuligncJist liistology v/hoi oo ;; oni 
2 cases’ o.t a symp tc,r.-'> tic group with ^5 years duration oJ: 
nienopQ'use had pr eivt' lignant hiintology. Tiifrre 
number of symptomatic cases witti PCT positive in tl'u:-. 
presen-t study than asymptomatic qroup.. 
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